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AB Title compds. I (Ql = CH, N ; Arl = Ph, pyridyl, etc.: Rl = H, alkyl, 
hydroxymethyl , CF3 ; R2 = halo, alkyl, perf luoroalkyl , alkoxy, 
perfluoroalkoxy, amino; R3 = H, halo, alkoxy) are prepared Thus, stirring 
2-phenyl-4-trif luoromethylthiazole-5-carboxylic acid with 
I- (3-trif luoromethoxyphenyl) ethylamine in DMF in the presence of PyBOP, 
DMAP, and Et3N at 25° for 18 h gave 42% 2-phenyl-4- 
trif luoromethylthiazole-5-carboxylic acid [l-{3- 

trif luoromethoxyphenyl) ethyl] amide. I are openers of KCNQ potassium 
channels and are useful in the treatment of disorders that are responsive 
to: the opening of the KCNQ potassium channels, including pain and 
migraine. 

IT 725248-16-8P 725248-26-0P 725248-27-lP 
725248-28-2P 725248-71-5P 725248 -72 - 6P 

725248- 75-9P 725248-76-0P 725248-77-1P 

725249- 90-1P 725249-92-3P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of arylthiazole derivs . as KCNQ modulators) 
RN 725248-16-8 CAPLUS 

CN 5-Thiazolecarboxamide, 2- [3- [ (diethylamino) methyl] -2 -pyridinyl] -N- [1- [3- 
(trifluoromethoxy) phenyl] ethyl] -4- (trif luoromethyl ) - (9CI) (CA INDEX 
NAME) 
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RN 725248-26-0 CAPLUS 

CN 5-Thiazolecarboxamide, 2- [3- [ (diethylamino) methyl] -2-pyridinyl] -4- 

(trif luoromethyl) -N- [1- [3- (trif luoromethyl) phenyl] ethyl] - (9CI) (CA INDEX 
NAME) 




RN 725248-27-1 CAPLUS 

CN 5-Thiazolecarboxamide, 2- [3- [ [ethyl (1 -methyl ethyl) amino] methyl] -2- 

pyridinyl] -4- (trif luoromethyl ) -N- [1- [3- {trif luoromethyl) phenyl] ethyl] - 
(9CI) (CA INDEX NAME) 
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RN 725248-28-2 CAPLUS 

CN 5-Thiazolecarboxamide, 2- (3 -methyl -2 -pyridinyl ) -N- [ (IS) -1- [3- (3- 

pyridinyl) phenyl] ethyl] -4- (trif luoromethyl ) - (9CI) CCA INDEX NAME) 

Absolute stereochemistry. 




RN 725248-71-5 CAPLUS 

CN 5-Thiazolecarboxamide, 2- (3 -methyl -2 -pyridinyl) -N- [ (IS) -1- 
morpholinyl) phenyl] ethyl] -4- (trif luoromethyl ) - (9CI) (CA 

Absolute stereochemistry . 
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RN 725248-72-6 CAPLUS 

CN 5-Thiazolecarboxamide, 2- [3- ( 1 , 3 -dioxolan~2 -yl ) -2 -pyridinyl ] -N- [1- [3- 
(trifluoromethoxy)phenyl] ethyl] -4- (trif luoromethyl ) - (9CI) (CA INDEX 
NAME) 
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RN 725248-75-9 CAPLUS 

CN 5-Thiazolecarboxamide, 2- [3- [ (ethylpropylamino) methyl] -2-pyridinyl] -N- 
[ (IS) -1- [3- ( 4 -morpholinyl) phenyl] ethyl] -4- ( trif luoromethyl ) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 725248-76-0 CAPLUS 

CN 5-Thiazolecarboxamide, 2- [3- [ [ethyl ( 4 -pyridinylmethyl ) amino] methyl] -2- 
pyridinyl] -N- [1- [3- (trif luoromethoxy) phenyl] ethyl] -4- (trif luoromethyl ) - 
(9CI) (CA INDEX NAME). 
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RN 725248-77-1 CAPLUS 

CN 5-Thiazolecarboxamide, 2- [3- (4 -morpholinylmethyl ) -2-pyridinyl] -4- 

(trif luoromethyl) -N- [1- [3- (trifluoromethyl) phenyl] ethyl] - (9CI) (CA INDEX 
NAME) 



10/731,854 




RN 725249-90-1 CAPLUS 

CN 5-Thiazolecarboxamide, 2- [3- [ [ethyl (4 -pyridinylmethyl ) amino] methyl] -2- 

pyridinyl] -N- [ (IS) -1- [3- (4-morpholinyl ) phenyl] ethyl] -4- ( trif luoromethyl ) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 725249-92-3 CAPLUS 

CN 5-Thiazolecarboxamide, 2- [3- [ [ethyl (4 -pyridinylmethyl ) amino] methyl] -2- 

pyridinyl] -N-[l- [3- (4-morpholinylmethyl) phenyl] ethyl] -4 - {trif luoromethyl ) - 
(9CI) (CA INDEX NAME) 
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preventive or remedial agents for digestive tract 
diseases 
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AB Disclosed is a prevent ive/ remedy for digestive tract or inflammatory 

diseases, which contains as the active ingredient a novel carboxylic acid 
derivative represented by the following formula [I; Rl = H, OH, each 
(un) substituted Cl-6 alkyl, Cl-6 alkoxy, Cl-6 alkylthio, Cl-6 
hydroxyalkyl , Cl-6 hydroxyalkoxy , Cl-6 hydroxyalkylthio, Cl-6 aminoalkyl, 
Cl-6 aminoalkoxy, Cl-6 aminoalkylthio, C2-12 alkoxyalkyl, C3-7 cycloalkyl, - 
C3-7 cycloalkyloxy, C3-7 cycloalkylthio, C2-6 alkenyl, C2-6 alkenyloxy, or 
C2-6 alkenylthio, etc.; L = a single or double bond, each (un) substituted 
Cl-6 alkylene, C2 -6 alkenyl ene, or C2-6 alkynylene; M = a single bond, 
each (un) substituted Cl-6 alkylene, C2-6 alkenylene, or C2-6 alkynylene; T 
= a single bond, each (un) substituted Cl-3 alkylene, C2-3 alkenylene, or 
C2-3 alkynylene; W = 2 , 4-dioxothiazolidin-5-yl , 2 , 4-dioxothiazolidin-5- 
ylidene, carboxy, (un) substituted CONH2; X = 0, (un) substituted C2-6 
alkenylene, hydroxymethylene, CO, CS, N- (un) substituted CQNH, NHCQ, S02NH, 
NHS02, or NHCQNH (Q =0, S) ; Y = (un) substituted C5-12 aromatic hydrocarbyl 
or C3-7 aliphatic hydrocarbyl optionally containing >1 heteroatoms; ring Z 
= C5-6 aromatic hydrocarbyl; Y = (un) substituted aromatic hydrocarbon group 
optionally containing >1 heteroatoms; some provisos given] , a salt of 
the derivative, or a hydrate of either. The above digestive tract diseases 
include (1) inflammatory digestive tract diseases such as ulcerous 
colitis, Crohn's disease, pancreatitis, and gastritis, (2) digestive tract 
proliferative diseases such as digestive tract benign rumors, digestive 
tract polyp, hereditary (genetic) polyposis syndromes, colon cancer, 
rectum cancer, and stomach cancer, and (3) digestive tract ulcerous 
diseases such as duodenal ulcer, stomach ulcer, esophagus ulcer, 
regurgitant esophagitis, stress ulcer or erosion, erosion caused by drugs, 
and Zollinger-Ellison syndromes. The above inflammatory diseases include 
arthritic rheumatism, multiple sclerosis, immunodeficiency, cachexia, 
osteoarthritis, osteoporosis, asthma, and allergy. The compds . I are 
triple agonists for PPAR (peroxisome prolif erator-activated receptor) 
a, (3, and y subtype. Thus, 2-isopropoxy-3- [4-methoxy-3 - 

[ [ [4- (trifluoromethyl) benzyl] amino] carbonyl] phenyl] propanoic acid in vitro 

showed the transcription activity for PPARa, p, and y 

with EC50 of 0.08, 2.513, and 0.382 \M, resp . , in CV-1 cell. 

(2S) -3- [3 - [ [ (2, 4 -dichlorobenzoyl) amino] methyl] -4 -methoxyphenyl] -2- 

isopropoxypropanoic acid at 1 mg/kg/day p.o. for 3 days showed a disease 

activity index based on diarrhea, bloody excrement, and weight loss (DAI) of 

2.0+0.3 in mice suffering from colitis induced by dextran sulfate 

sodium salt vs. 2.8±0.2 for the control group and 2.1±0.3 for the 
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mice treated with rosigl itazone at 30 mg/kg/day. Many compds . prepared do 
not possess the thiazolidine skeleton and thereby may completely avoid 
toxicity such as liver disorder which was noted in the past as a problem 
for compds. having PPARy agonist activity. 
IT 472805-98-4P 472806-14-7P 472806-57-8P 
472806-69-2P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of phenylalkanoic acid derivs . as peroxisome 
prolif erator-activated receptor agonists and remedial' or preventive 
agents for digestive tract or inflammatory diseases) 
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CN Benzenepropanoic acid, 4-methoxy-a- ( 1 -methyl ethoxy) -3- [ [ [ [ 4 -methyl -2 - 
(3-methyl-2-pyridinyl) -5 -thiazolyl] carbonyl] amino] methyl] - (9CI) (CA 
INDEX NAME) 
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RN 4 72806-14-7 CAPLUS 

CN Benzenepropanoic acid, 4-methoxy-a- (1 -methyl ethoxy) -3- [ [ [ [4-methyl-2- 
(5-methyl-2-pyridinyl) -5 -thiazolyl] carbonyl] amino] methyl] - (9CI) (CA 
INDEX NAME) 
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CN Benzenepropanoic acid, 3- [ [ [ [4-ethyl -2- (3 -methyl -2 -pyridinyl ) -5- 

thiazolyl] carbonyl] amino] methyl] -4 -methoxy-a- ( 1 -methylethoxy) - (9CI) 
{CA INDEX NAME) 
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CN Benzenepropanoic acid, 3- [ [ [ [4 -ethyl -2 - (5 -methyl -2 -pyridinyl) -5- 

thiazolyl] carbonyl] amino] methyl] -4 -methoxy-a- ( 1 -methylethoxy) - (9CI) 
(CA INDEX NAME) 
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AB The title compds . [I; XI =0, S; Rl , R2 = H, halo, Me, OMe; n - 1-2; X2 = 
NH, NMe, O; one of Y and Z = N, and the other = O, S; R3 = (un) substituted 
Ph, pyridyl (wherein the N is in position 2 or 3) with the provision that 
when R3 = pyridyl, the N is unsubst ituted; R4 - CF3 , Me] and their 
pharmaceutical^ acceptable salts, useful as a selective hPPAR a 
agonists, were prepared E.g., a multi-step synthesis of the ester II was 
given. Biol, data for compds. I were presented. 

IT 343322-38-3P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); RCT ( React ant ) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); RACT 
(Reactant or reagent) ; USES (Uses) 

(preparation of substituted oxazoles and thiazoles as hPPAR alpha 
activators) 
RN 343322-38-3 CAPLUS 

CN Propanoic acid, 2 -methyl -2- [4- [ [ [ [4 -methyl -2- [5- (trif luoromethyl) -2- 

pyridinyl] -5-thiazolyl] carbonyl] amino] methyl] phenoxy] -, ethyl ester (9CI) 
(CA INDEX NAME) 
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IT 343322-39-4P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SEN (Synthetic preparation) / THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of substituted oxazoles and thiazoles as hPPAR alpha 
activators) 
RN 343322-39-4 CAPLUS 

CN Propanoic acid, v 2-methyl-2- [4- [ [ [ [4-methyl-2- [5- (trif luoromethyl) -2- 

pyridinyl] -5 -thiazolyl ] carbonyl] amino] methyl] phenoxy] - (9CI) (CA INDEX 
NAME) 
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NUMBER KIND DATE 
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NUMBER 



DATE 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 
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NUMBER OF CLAIMS 
EXEMPLARY CLAIM: 
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AB 



US 2002-435970P 
Utility 
APPLICATION 

STEPHEN B. DAVIS, BRISTOL-MYERS SQUIBB COMPANY , PATENT 
DEPARTMENT, P 0 BOX 4000, PRINCETON, NJ, 08543-4000 
17 
1 

2064 

INDEXING IS AVAILABLE FOR THIS PATENT. 

Novel 2-aryl thiazole derivatives of Formula I are described which are 
openers of KCNQ potassium channels and are useful in the treatment of 
disorders that are responsive to the opening of the KCNQ potassium 
channels, including pain and migraine. ##STR1## 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 725248-16-8P 725248-26-0P 725248-27-1P 

725248-28-2P 725248-71-5P 725248-72-6P 

725248- 75-9P 725248-76-0P 725248-77-1P 

725249- 90-1P 725249-92-3P 

(preparation of arylthiazole derivs . as KCNQ modulators) 
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RN 725248-16-8 US PATFULL 

CN 5-Thiazolecarboxamide, 2- [3- [ {diethylamino) methyl] -2-pyridinyl] -N- [1- [3- 
(trif luoromethoxy) phenyl] ethyl] -4- ( trif luoromethyl ) - (9CI) (CA INDEX 
NAME) 




RN 725248-26-0 US PATFULL 

CN 5-Thiazolecarboxamide, 2- [3- [ (diethylamino) methyl] -2-pyridinyl] -4- 

( trif luoromethyl ) -N- [1- [3- (trif luoromethyl ) phenyl] ethyl] - (9CI) (CA 
INDEX NAME) 




RN 725248-27-1 US PATFULL 

CN 5-Thiazolecarboxamide, 2- [3- [ [ethyl ( 1 -methyl ethyl ) amino] methyl] -2- 

pyridinyl] -4- (trif luoromethyl ) -N- [1- [3- (trif luoromethyl ) phenyl] ethyl] - 
(9CI) (CA INDEX NAME) 
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RN 725248-28-2 US PATFULL 

CN 5-Thiazolecarboxamide, 2- (3 -methyl -2 -pyridinyl ) -N- [ (IS) -1- [3- (3- 

pyridinyl ) phenyl] ethyl] -4- ( trif luoromethyl ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 725248-71-5 US PATFULL 

CN 5-Thiazolecarboxamide, 2- (3 -methyl -2 -pyridinyl) -N- [ (IS) -1- [3- (4- 

morpholinyl) phenyl] ethyl] -4- (trif luoromethyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 725248-72-6 US PATFULL 

CN 5-Thiazolecarboxamide, 2- [3- ( 1 , 3 -dioxolan-2-yl ) -2 -pyridinyl] -N- [1- [3- 

(trifluoromethoxy) phenyl] ethyl] -4- (trif luoromethyl ) - (9CI) (CA INDEX 
NAME) 
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RN 725248-75-9 USPATFULL 

CN 5-Thiazolecarboxamide, 2- [3- [ (ethylpropylamino) methyl] -2 -pyridinyl] -N- 

[ (IS) -1- [3- ( 4 -morpholinyl) phenyl] ethyl] -4- (trif luoromethyl ) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



Et 




RN 725248-76-0 USPATFULL 

CN 5-Thiazolecarboxamide, 2- [3- [ [ethyl (4 -pyridinylmethyl ) amino] methyl] -2- 

pyridinyl] ~N- [1- [3- (trif luoromethoxy) phenyl] ethyl] -4- (trif luoromethyl ) - 
(9CI) (CA INDEX NAME) 
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RN 725248-77-1 USPATFULL 

CN 5-Thiazolecarboxamide, 2- [3- (4-morpholinylmethyl) -2-pyridinyl] -4- 

(trifluoromethyl) -N- [1- [3- (trif luoromethyl ) phenyl] ethyl] - (9CI) (CA 
INDEX NAME) 



10/731,854 




RN 725249-90-1 USPATFULL 

CN 5-Thiazolecarboxamide, 2- [3- [ [ ethyl '( 4 -pyridinyl methyl ) amino] methyl] -2- 

pyridinyl] -N- [ (IS) -1- [3- (4-morpholinyl ) phenyl] ethyl] -4- ( trif luoromethyl ) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 725249-92-3 USPATFULL 

CN 5-Thiazolecarboxamide, 2- [3- [ [ethyl (4 -pyridinylmethyl ) amino] methyl] -2- 
pyridinyl] -N- [1- [3 - (4 -morpholinyl methyl ) phenyl] ethyl] -4- 
(trif luoromethyl) - (9CI) (CA INDEX NAME) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A compound of formula (I) and pharmaceutical^ acceptable salts, 
solvates and hydrolysable esters thereof ##STR1## 

wherein; 

X.sub.l represents 0 or S; 

R.sup.l and R.sup.2 independently represent H, halogen, --CH.sub.3 and 
--OCH.sub.3; 

n represents 1 or 2 ; 

X.sub.2 represents NH, NCH.sub.3 or 0; 

One of Y and Z is N, and the other is O or S; 

R.sup.3 represents phenyl or pyridyl (wherein the N is in position 2 or 
3) and is optionally substituted by one or more halogen, NO. sub. 2, 
NH.sub.2, CF.sub.3, OCF.sub.3, OC. sub. 1-6 straight or branched alkyl, 
C. sub. 1-6 straight or branched alkyl, alkenyl or alkynyl with the 
provision that when R.sup.3 is pyridyl, the N is unsubstituted; 

R.sup.4 represents CF.sub.3 or CH.sub.3 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
IT 343322-38-3P 

(preparation of substituted oxazoles and thiazoles as hPPAR alpha 
activators) 
RN 343322-38-3 USPATFULL 4 

CN Propanoic acid, 2-methyl-2- [4- [ [ [ [4-methyl-2- [5- (trif luoromethyl) -2- 
pyridinyl] - 5- thiazolyl ] carbonyl] amino] methyl] phenoxy] -, ethyl ester 
(9CI) (CA INDEX NAME) 




C=0 
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NH 




Me 
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O Me 
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IT 343322-39-4P 

(preparation of substituted oxazoles and thiazoles as hPPAR alpha 
activators) 
RN 343322-3 9-4 USPATFULL 

CN Propanoic acid, 2 -methyl -2- [4- [ [ [ [4 -methyl -2- [5- ( trif luoromethyl) -2- 

pyridinyl] -5-thiazolyl] carbonyl] amino] methyl] phenoxy] - (9CI) (CA INDEX 
NAME) 




Me 



ho 2 c-c— 0 



= > 



